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“Aocase sot Netare: She hath done her part. 


De Thou but Thine”. 
--Miltos 


Since the formation of keloids is but an undesited end phase in the healing 
processes, and keloids, per se, must be considered to be non-malignant 
growths or pseudoneoplasms, as some investigators prefer, the author may be 
guilty of a serious apostasy against the theory of embry onie rests. From 
previous researches, we canoot condone the theory that these tumors arise 
from embryonic rests. This argument 1s based on our investigations with the 
injections of blood serum. When such material is injected repeatedly into 
human skin, fibrous growth takes place In other words, some sort of a 
pathophysiological respons: has come about in erstwhile normal skin tissue, 60 
that keloidal masses are produced 


The question then arixes: What was the nature of this reaction? The 
answer seems to be in the markedly increased blood supply which these tamor 
areas exhibit, both in the experimental tamor sites and alno in the keloida! 
areas which various patients present, Fibroblasts appear to have become 
attracted to the areas where inspissated blood has been trapped. Whether this 
is because of accident, as im traumatic injury or because of purposeful 
investigation where this blood serum was injected repeatedly. The end results 
seem to be the increased blood supply in the temor areas and the renultant 
piling up of fibroblasts which eventaally produce the tumor masses which we 
clivicians regard as keloids, 


*The preparation which was employed in this study, and which was derived 
from injectable liver extrect, ie Katepressin. It is prepared by the Kremers-Urben 
Company, of Milwaukee, Wisconsin, US.A. This study was made possible by « 
grant from Dr. C. C. Miller, the president of theKremers-Urben Compeny, 
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Keloidosis was « common finding in those humans who lived through the 
Hiroshima atomic bombing episode. Theirs, was a crushing type of iniury 
which apparently produced a severe damaging of the skin circulation, so that 
the blood serum actually bled into these traumatized skin areas. Here, this 
inspissated blood attracted fibroblasts which began to pile up and produce 
keloidal masses. 


Seidom do keloids form when complete hemostasis and pressure dressings 
are applied following traumatic episodes such as are witnessed in surgical 
incisions and from burn areas, In other words, little if any blood serum 
enters such areas and hence, this lack of serum: does not produce a chemo 
tropic response which might occur if blood serum were left in situ as the 
result of more traumatory procedures. In other words, hemostasis is an 
important procedure in preventing keloid formation. 


We have reported recently oar observations on a very marked case of 
keloidosis. These tumors were present in every skin area of the patient from 
the waist up. In order to determine the pathophysiological disturbance which 
produced these marked keloids, the patient was subjected to every possible 
blood test. After careful study, we found the existence of a definite reversal! 
of his aloumin-globalin ratio of the flood. Since such a reversal can and 
does produce a tissue edema, it appears obvious that this particular patients 
inherent or primary cause for the growth of the kelouls was the presence of 
this skin edema, In such a case, the blood serum oozes into the skin, and 
the previously described chemotropic response entivues with the piling up of 
fibroblasts which finally produced these marked and multiple keloids. As 
these became pushed outwardly, they come in contact with similar keloidal 
masses, and the entire skin area became a mass of this scar tussue. However, 
these keloids are not composed entirely of fibrous tissue. The masses 
contain a goodly amount of tissue serum, simce our previous research demons- 
trated that these twimors could be shrunk to a considerable extent. We shall 
describe this therapeutic shrinking process shortly, 


What these researches demonstrated, at least therapeutically, was that 
the production of keloidal masses is certainly aot a one way affair, for with 
the proper therapeusis, the tissue edema can at least be partly reversed. 
Further-more, the shrinking process, according to our current findings, ts not 
a rapid one, but the shrinking phenomenon is certainly steady in nature, so 
that the tissue edema in the keloids is relieved markedly and the only remat- 
ning residue consists of loose skin tissue. This demonstrates the overwhel. 
ming amount of tissue fluid which keloids contain. Although microscopic 
sections of such pathological tissue do show the formation of a fibrous 
meshwork, the stroma of such tissue is also packed with tissue fluid. 
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Treatment 

The best therapy, of course, is the prevention of such disfiguring neoplagms. 
As we have already mentioned, the prevention of coring of tissue fluid, as io the 
case of burns, will do considerable to cut down the possibility of feature 
keloidal formation. Properly hemostased wounds will not allow the collec. 
tion of inspissated blood or blood serum to occar. Ii euch blood elements 
are not present in wound areas, there seems to be jitile if any possibility for 
a chemotropic response to occur with the attraction of fibroblasts to that 
injured area with a later piling up of these elements 


At the present time we cannot account for the exact cause of at 
least the localized reversal of the albumin-globulin ratio which may be 
present in cases of keloidosis. This answer may become known from later 
researches. 


Previous studies have shown also that injectable liver extract contame 
askin vaso-constricting factor which does not elevate nor depress the blood 
pressure in dogs and in humans, Through certain processing methods, this 
yaso-constricting material has been purified and concentrated. Whee injected 
subcutaneously into human, this material ‘produces an actual shrinking of 
kelowds. Subsequent research has also demonstrated that this material vaso- 
constricts markedly dilated cutaneous veins of the face as noted in such cases 
as acne rosacea, rhinoplhyma, and other similar clinical entities. It is of 
considerable value in acoe also. 


Furthermore, this material is completely non-toxic, and it has not, to 
date, produced any type of sensitivity as is occasionally observed with the 
use of other injectable liver extracts. Ovr material is administered once 
daily, or less often, in one cubic centimeter doses. There appears to be very 
little, if any, pain connected with the injection procedures, 


When patients, who exhibit keloidal growths, are given the above 
treatment, the borders of the keloidal masses begin to shrink. The tamor 
becomes softer, and the pain component, which many times accompanies 
these growths. ts markedly relieved. No other concurrent therapy is given 
to these patients, and the lemgth of time needed to treat such cases depends, 
of course, upon the degree of invol vement. 


To date, we have not experienced any real failures with this treatment, 
but naturally, 90 treatment is perfect, so we must reserve the degree of 
success with our new therapy for a future time... 


References 
(Iu order for the reader to obtain information as to how these studies were 
evolved, it is secessary that the following articles be read in their entirety. 
Since these series of researches have been progressing for a period of lourtees 
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years, the reader is requested to excuse the author for not giving more details os 
to the methods which were employed is this work in the present peper. These 
titles will lead the interested reader to the sources and descriptions of this 
leagthy investigation.) 
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Skin Diseases Due to Avitaminesis—A 
By 
K. D. Lahiri, u. 2. 


Lecturer in Dermatology, Caloutta National Medical Institution. 
Glasgow University Clinical Assistant in Dermatology. 
Roya! Inliemiry, Western Iafirmiry, Southera 
Genera! Ho«pital and Royal Hospital for 
sick childrea, Glasgow. 


Since the World War Il natrition is becoming an increasingly 
important subject particularly ia India. Almost every vitamin deficiency has 
been produced experimeritally in human beings and the clinical marsesta 
tions have been studied fram the dermatological pow: of view 


Under various diseased conditions blood carotene level may be eubnormal 
or when carotene intake uo food is low Vitamin A t formed m the liver 
from the carotene and subsormal carotene in .body will give rise to 
avitaminosis A in body. Carotene alone is not responsible for the yellow 
colour seen in cases of carotenemia as quite a large sumber of pigments 
constitute the carotenoid group of pigments found im natutal food stufis-both 
animal and vegetabie. Alpha-—carotene, beta carotene, guinma-carotene and 
cryptoxanthene have provitamin A activity and ail the rest cannot form 
vitamin A, Carotene is absorbed in the presence of fat and bile from the 
intestinal tract { Almond and Logan, 194! ). 


Carotenemia is the yellow colouration of skin and there is a high 
carotene content of serum. Thie may be due to diminished conversion of 
carotene into vitamin A in the liver as found by Almond and Logan { 1942). 
Keliabie method of estimation of bioed vitamin A is essential. Other 
common skin conditions due to avitaminosis-A are 1 Phyrno-<derma. It is 
very common in India due probably to imbalanced diet which i¢ deficient in 
protein and fat and thas deficient in vitamin A. Jiabetes, Jaundice, Spruce 
and the presence of mineral oils im the gastrointestinal tract are also 
responsible in India for defective absorption of vitamim A. Although quite a 
large amount of vegetables are taken in India giving rise to high carotene 
in blood but unfortunately due to diseased liver carotene i¢ not converted 
into Vitamin A at all or only very slightly. igh vitamin A therapy i a 
cure for A vitaminosis Aand | have Found liver-extract to be very valuable 
in phrynoderma which helps to cure the diseased liver with the Liver 
hormone present in Liver extract known as Yakriton and thes Carotene gets 
converted into Vitamin A in the liver, (2) In dry skin-xeroderma, (3) in 
cases of Ichthyosis. (4) in nammular eczema, (5) in pityriasis reba pilaris, 
(6) in seborrhoea capitis et corporis, (7) Keratosis palmaris etplantaris and 
particularly, (8) in acne vulgaris. 


t have fousd vitamin A therapy in very high doses, when continued for 
a long time, in most cases cures the condition and in the rest improves the 
condition tremendously. Dose I have ased daily is 100,000 international 
units for 3 months 


Keference: Almond, S$ and Logan, R. R. L. (1942). B. M. J, 2: 239. 
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GENERAL ARTICLES 
Recent Advances in Venereology* 


By 
James Marshall, Johannesburg 


The advances in venereology in the last 56 years have been almost exclu- 
tively in the line of therapy, the descriptions gonorrhoea and syphilis having 
heen completed by the end of the nineteenth century. The major therapeutic 
advances have been the application of the arsphenamines and and arsenoxides 
in syphilis, the sulphonamides in gonorrhoea and the antibiotics in both 
diseases. 


Other important events have included the ase of pyretotherapy as an 
adjuvant to other methods of treatment, the discovery of B.A.L., a substance 
effective in arsenical and other metal intoxications, and the demonstration that 
the so-called * post-arsphenamine jaundice * is caused by an infective agent. 


There has been a growing interest in the broader field of the sociological 
and psychological aspects of the venereal diseases with such developments as 
contact tracing and the use of publicity on a national scale to imcrease aware 
ness of the importance of these diseases. 


Gonorrhoea 


The first event of real importance in the treatment of gonorrhoea was the 
use of irrigation, popularised by Jules Jamet in the 1890's. Before this time 
gonorrhea was either virtually untreated with balsamics, hexamine, etc., or it 
was maltreated by a variety of instillations and barbarous instruments. The 
untreated were fortunate. It would appear that complications of gonorrhoea 
occur in direct proportion to the amount of meddling with urethral instruments 
in the acute phase. Irrigation in expert hands reduced the time of treatment 
enormously, from months to weeks; and the competence of a venereologist 
in those days could be judged by the number of his patients who developed 
complications after he had begun to treat them, 


Sulphonamides, The use of the sulphonamides from 1935 onwards was 
a far greater advance, but part of their success ought to be credited wo the fart 
that they further reduced the necessary, or better the indications, for using 
mechanical aids to treatment. A comparison of the literature of the last 
ceotury and this shows how the incidence of stricture, the most important 
complication of gonorrhoea, has declined. 


* This article is based on the author's Nathaniel Bishop Harman Prise Ess sy 
( Britieh Medica! Association, 1948). It was read at the Medical Congress held 
at Cape Town in September 1949. 
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At first the sulphomamides were used in doses we now know to be iaade- 
quate; ¢. g., | gm. of sulphanilamide or sulphapyridine thrice daily for a week 
or longer. Some workers delayed sulphonamide treatment, to enhance the 
effect, watil they considered a state of jmmanity has been established. Sulpho- 
namide resistance was commonly induced and toxic effects were often seen. 
Before sulphonamide resistance was recognized as a complication treatment 
was often continued, without success, for weeks or even mouths. 

It was eventually found that the best results were attained with the 
sulphonamides with doses of 1 gm. five or six times daily for four or five 
days. The later sulphonamides, sulphathiazole and sulphadmaine were the 
most successial and much better tolerated than the earlier types. 


Sulphonamide resistance, soon the most important complication, became 
commoner as time went on. In 1942 about 80% of ny male patients ( British 
Army in Engiand ) couid be discharged symptom-free withio a week; in 1944 
only about 50%. The situation im the Mediterranean Area was even worse, 
The cause of this resistance has pot been determined. The factor may lie in 
the host or in the parasite, probably the former. | was never able to demon. 
strate any significant correlation between sulphonamide resistant gonorrhoea 
in men and in their consorts. 11 has been suggested that the taking of small 
prophylactic doses of sulphonamides by women in North Africa may have 
produced a virulent strain of goaoceccus. Perhaps the indiscriminate use of 
sulphonamides for practically every minor infection caused some change 
in the host, 

Genuine sulphonamide resistance ( focal infections being excluded ) usually 
covered the sulphonamide range and before the advent of penicillia was often 
extremely dificult to overcome The best methods then available were by 
pyretotherapy, T. A. B. vaccine intravenously, or hyperthermy im the most 
stubborn cases. 

Penicillin, First generally used in 1944 penicillin was soon established 
as the most effective remedy for gonorrhoea yet discovered. 11 is equally 
effective in uncomplicated and svjphonamide resistant goncrrhoea and its 
value is unaffected by the duration of the disease. In adequate dosage peni- 
cillin will rapidly eluminate the gonococcus in over 90% of such cases. Rapid 
relief of symptoms is not quite eo often achieved as other co-existing organiemes 
are not always sensitive to penicillin. 


The minimum effective dose of commercial penicillin in aqueous solution 
was found to be 100,900 units given in divided doses (three to ten ) ower eight 
to twelve hours, Single doses of this amount produced cure in only 36% of 
cases ( personal experiment ) and two doses of 50,000 units with an eight-hour 
interval were little better, 

The aqueous solution is little used now as excellent results can be 
obtained with a single dose of 300.009 anits penicillin in a retarding medium 
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such as arachis oil-beeswax or procaine. Gonorrboea can be curred by orally 
admunstered penicillin provided the cases are properly regulated but this method 
cannct be recommended for general use because of its obvious draw backs. 


\ncompiicated relapse of gonorrhoea can usually be cured by more peni, 
cillim at the same or higher dosage. True penicillin resistance is very rare, 
and in the few cases when repeated failure occurs, streptomycin can be used. 
A single dose of 0.5 gm. may suffice but it is better to give this dose twice a 
day for two days. 


Many patients respond satisfactorily to penicillin alone, but adjuvent 
treatment in necessary when secondary infections co-exist in evther sex. Peni- 


cillin and the sulphonamides are not synergistic in action, but the association 
of the two remedies may reduce treatment time in some cases where gonorrhoea 
18 complicated by secondary infection, 


Penicillin is not 80 spectacularly successful in the treatment of the com- 
plications of gonorrhoes as it is in the acute disease. In the presence of closed 
foci of infection it often fails entirely and penicillin treatment should be delayed, 
in such cases, until drainage has been established Prolonged heavy dosage, 
of the order used im syphilis, is necessary in such major complications as 
salpingitis and prostatitis and even so, it is sometimes Necessary to resort to 
surgery. In the treatment of gonorrhoea! theumatiom penicillin does not, in 
my opinion, compare with fever induced by the hypertherm. 


The ase of penicillin in gonorshoea has vastly reduced the treatment time 
im the acute disease, but it does not absolve the, user from following up bis 
cases as carefully as in the past or from using the necessary adjuvant treat- 
ment in the face of complications. 


The Masking of Syphilis. The course of syphilis contracted at the 
same time as gonorrhoea is influenced by the dosage of penicillin used for the 
latter. In my own cases treated with 190,000 units penicillin the incubation 
period of coincidental syphilis averaged filty days; and in cases treated with 
300,000 units the first sigos appeared between 43 and 91 days. In no cases 
were the clinical signs altered in appearance and Sf. pallida was always easily 
demonstrated, Although signs of syphilis usually appear within three months, 
the period of followup should now be extended. The Americans generally 
make the final check and serum test for syphilis at four months, but a six 
month follow-up is usual in Britain. 


When more than 600,000 anits are employed for relapse or complications 
I think it wisest to prolong treatment so that enough is given to‘ cure a 
possible coincidental syphilis. When gonorrhoea is contracted late in 
pregnancy it is again advisable to cover this possibility by lavish dosage. 
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When gonorrhoea is accompanied by genital ulceration suspected of being 
due to syphilis, treatment should be by sulphonamides of streptomycin which 
will not interfere with subsequent diagnostic tests 

Syphilis 

The first major advance in treatment of syphilis came with the ave of 
606 im '909, Ehrlich believed at firet that one dose would cure all cases, 
but bis hopes were not fulfilled and treatment had to be increased. It wan 
soon found that reeuits were imoroved by osing mercury at the same 
time. The most effective treatment shedules were evolwed after 1920 when 
Levaditi showed the superionty ot bismuth over mercury. 

Although 606 was the most efficient antisyphilis remedy it was largely 
discarded because of its dangers in favour of neoarsphenamime and later, the 
arsenoxides. The arsenicals have recently been criticised and even abandoned 
by some French authorities but for most they long remained the keystone of 
treatment. The arsenoxides are favoured in the U.S.A. neocarsphenamine in 
Europe. Both have their points; neoarsphenamine dose not have to be 
administered so frequentiy but the arsenoxides, in proper dosages, are just as 
effective and much less toxic. 

The old standard arsenic-bismuth schedules called for treatment lasting 
for a minimum period of about a year in early syphile. When the treatment 
was completed results were excellent but the long period made default common. 
Even in the Britich Army, under discipline, only 50% of patients attended 
satisfactorily in the most important first vix months. The fate of the untreated 
and the treated syphilitic can be read in the studies of Brousgaard, Rosaho 
and Padget 

Rapid Arsenotherapy. From earliest times the goal in syphilis has 
always been a rapidly effective treatment. The first real step towards this 
came in 1933 when patents with early syphilis were treated by a slow con. 
tinuous intravenous drip method in five days, Neoarsphenamine ( 4-5 gm. ) 
was used at first, Maphbarsen ( 1,200-2.400 mg.) soon being substitated, 
because of grave toxic effects. This method was further modified and impro- 
ved by giving the Mapharsen by multiple injections; but the risks remained 
too high for its general use. Attempts to reduce the mount of arsenic required 
for cure by using artificial fever as an adjuvant were spectacular, bet not much 
safer. The best of these rapid methods achieved over 80% of cures. 

The key to rapid arsenotherapy was given by the experimental work of 
Eagle and Hogan which showed that, within fairly broad limits, the curative 
dose of Mapharsen by any schedule was independent of the time in which it 
was given. Multiple injections were better than continuous intravenous 
drip methods. The shorter the treatment period, the greater is the risk of 
toxic effects. 
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The total dose of Mapharsen required to core early syphilis is between 
20 and 30 mg. per kilo body weight, i. ¢, 1,200 to 1,800 mg. for a 60 kg. 
man. The lower figure would be wsed for an ultra-rapid treatment (5-20 days), 
the higher for a schedule of 10-12 weeks. As with long schedules the addi. 
tion of biemuth improves results. Two methods which became popular and 
gave excellent results were the “20 day’ method ‘total dose of arsenoxide given 
in 20 divided doves! and the “twelve week’ in which 006 @m Mapharsen 
was given thrice weekly. The incidence of toxic effects with these methods 
was lower than expected from theoretical considerations. 


Penicillin. Although penicillin cures every case of animal syphilis it is 
not successful in the human variety. is a very powerful epirochaeticidal 
agent and gives excellent symptomatic results at all stages of syphilis, but it 
is most successful agaiust the disease in the foetus and young infant. In 
acquired syphilis the earlier treatment is begun, the better are the results. 


The minunum effective dose for early syphilis was soon found to be 
2,400,000 units given over 74-15 days. The cure rate at this dosage is about 
75%, poor in comparison with other methods, but achived without risk. 
From a statistical survey Perdeup deduces that increasing the dose above 
2,490,000 units in seven and a hail days will not improve results. Increased 
dosage was required alter 1945 to cover variations in quality of commercial 
penicillin, but stable products of known constitution are now available. 
Penicillin in oil-wax suspension or procaine give results as good as those 
achieved with the aqueous solution. Penicillin is always used by the intra. 
muscular route in syphilis, imtravenous administration by injection or slow 
infusion having so far tailed to equal this method 


The solution of the problem of enhancing results may lie e:ther in increas- 
ing the time of penicillin treatment (continuous or intermittent) or in giving 
combined treatment with other remedies. A genuine synergistic action bet- 
ween penicillin aod arsenic has been demonstrated, bat not between penicillin 
and bisrnath. 


De. F. R. Selbie's work on animal syphilis suggested that penicillin 
combined with not less than half the quant:ty of arsenic normally used would 
give the best results, and I have used this principle in treating patieots both 
with rapid (ten day) and long schedules (three to six months’, The results 
have beer much better than with penicillin alone 


It is to be hoped that a more effective method of using penicillin alone 
will be discovered, Lut for routine treatment at present combined treatment, 
in spite of added risk, is the best fora population which cannot be relied 
upon to report relapse at once. 
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Good symptomatic results are seen in most cases of late osseo-cutaneous 
hepate: <yphilis; bat the results in cardiowascular and latent syphilis are still 
uncertain, because of the long follow-up necessary for assessment. In neuroty- 
especially the mening:tic and mentngo-vascular varieties, results are often 
good. Improvement in the cerebro-spinal fluid changes 1 often rapid and 
more marked than the symptomatic changes. Nevrosyphilie seems to require 
larger dosage than early syphilis: amd intrathecal and sabdural pemeciliin are 
Oanecessary, Penicillin has not gested pyretotherapy aed the two can often 
be combined to advantage 


Much further study necessary before can be assumed that penicillin 
lastingly effective in late syphilis and adjuvant metheds are certainly undicated 
in all cases. It should be noted that penicillin, if doses wmeafhcient to cure, 
Cae precipitate progresueon of the disease at any state. 

Only against syphilis in the foetas and young infant does penicillin aloe 
aive spectacular results. Ip syphilis during pregnancy, independent of the 
duration, penicillin protects about 98% of infants although its effect on the 
mother is no better than at any other time. Against late congenital syphiles its 
effects are equivocal and it is best to use combined treatment. 


Hepatitis and Syphilis. One of the major epxlemics of the last war 
was that of infective hepatitis, At the same time the mcidence of hepatitis, 
post-arsphenamine jaundue im syphilitics treated with intravenous arsenicals 
of all types and on all schedules aiso increased. The incidence of hepatitis im 
syphilitics was mach higher than that of infective hepatitis am the ordinary 
population. In one Army Command in Eogland for the year May 1943-April 
1944 the rates were as follows 


Infective hepatitis 1.57 pee 1,000 troops. 
Post-arsphenamine jaundice 0.41 per 1,000 troops. 
or ‘és 47.0 per 1,000 syphiliics. 
Hepatites and jaundice can occur at all stages of syphilis, untreated or under 
treatment and | have proposed the following ciassification : 
Untreated Syphilis : 
fa) Pericellular fibrosis in infants. 
(6) Geammatoas hepatitis 
Acquired : 
(a) Being hepatitis of early syphilis ( icteras syphilitions praecox ). 
(+) Early bepato-recurrence 
(c) Acute liver atrophy of early syphilis. 
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(4) Gummatous Hepatitis : 
(1) Lecal gomma or gummata. 
(2) Diffuse gummatosis, 
(3) Chronic syphilitic hepatitis ( or cirrhosis ) 


Treatment Complications 
(a) Hepatitis from induced fever ( malaria, hyperthermy, etc. ). 
(b) Early, nirth day, hepatitis ( with toxico-dermal reaction ). 


Late, 100th day, hepatitis or post-arsphenamine jaundice varying 
from a subclinical variety to acute liver atrophy. 


The type which reached epidemic proportions was that variety generally 
called * post-arsphenamine jaundice’, and at one time 50% or more of all 
patients treated in certam hospitals in England were affected. The onset of 
symptoms occured between 80 and 120 days after treatment began either 
initially at, or alter transfer to, such a hospital, 


It had generally been assumed that this type of hepatitis was caused by 
arsenic, but although increasing the amount of arsenic in a schedule could 
‘increase the incidence of jaundice, reducing the arsenic (in « British Army 
experiment ) did not have the opposite effect. Milan's theory of hepato-recurre’ 
nee had few supporters although Milian himself was sti!! convirced of its trath 
to his dying day. Other factors which could be considered were infection and 
dietary deficiency, probably protein; as it had been noted that hepatitis was 
commonest in syphilitics at times of economic stress. It was impossible to 
distinguish clinically or by any pathological method (including puncture 
biopsy ) between infective hepatitis, post-arsphenamine hepatitis and homolo- 
gous serum hepatitis. 


The long incubation period of post-arsphenamine jaundice, about 100 
days, suggested that an infective factor, probably a virus, was involved. 
Experiment showed that this was so, and that the infective factor was trans- 
mitted from patient to patient by way of imperfectly sterilized syringes used for 
intravenous injections. By insuring proper sterilization by boiling or autocla- 
ving the incidence could be reduced almost to vanishing point. The infective 
factor was not the same as that involved in ordinary infective hepatitis whose 
incubation period is only about 30 days; and an attack of ' post-arsphenamine 


jaundice’ ( or of homologous serum jaundice ) conferred no immunity against 
infective hepatitis. The infective factor was shown by experiments to be 
capable of human passage. 


On the aspect of protein deficiency as a factor it was shown that sulphy- 
dryl amino-acids, notably methionine, could protect, to a certain extent, against 
jer damage during arsenical treatment. The relative unimportance of dietary 
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deficiency is shown by the fact tht the incidence of all forms of hepatitis was 
negligible in occupied France although the diet there was much lower in 
protein than in Great Britain et the same time. 


B.A. L. British Anti-Lewisite is a compound used for the treatment of 
those complications of anti~syphilitic treatment which are due to arsenical 
intoxication. It acts by forming a stable thio-arsenite which is rapidly excreted 
in the urine. Much vaunted for the treatment of arsenical dermatitis it 
really effective only if used in the earliest stages of erythema. It should be 
used as soon as possible in cases of dermatitis, encephalopathy and blood 
dyscrasia and it should be tried in cases of toxic effects from tryparsamide. 
For accidental overdosaye with arsenicals it is of enormous value. 


Granuloma Inguiaale 

There is now considerable doubt whether this disease should be classified 
as venereal in origin in wpite of the predominantly genital location of its lesions. 
Treatment has, in the past, been unsatisfactory, but streptomycin has now been 
shown to be a specific. The dosage generally advised has been 1 gm. strepto- 
mycin daily, in divided doses, for as long as is necessary to produce complete 
healing; in some cases a month or more, In a recent experiment 19 chronic 
cases (lesions present from 25 months to 21 years ) were given a routine course 
of 0.5 gm. streptomycin every three hours to a total of 20 gm in five days. 
Healing was rapid and (here were po recurrence in a follow-up lasting from 
six to 15 months. 


Sulphonamides and penicillin may be useful for secondary infections and 
antimony compounds are still indicated in resistant cases. 


Lymphogranuloma Inguinale 

The sulphonamides have greatly improved the prognosis in lymphograne- 
loma inguinale. Sulphathiazole or sulphadiazine can be used in doses of | gm. 
every three hours for the first three days, followed by 4 gm. every three hours 
for a further week or ten days. lo stubborn cases a second course can be 
given alter an interval of ten to 14 days; and the effect may be enhanced by a 
few sessions of artificial fewer produced by T. A. B. vaccine, Evidence that 
penicillin may be of specific value 1s not convincing. 


Chancroid 

The Sulptonamides have been shown to have a specific effect in chan- 
croid. Sulphathiazole can be used in doses of | gm. five times daily for five 
to seven days. Streptomycin is also a specific and the dosage recommended 
is 1 gr, daily, in divided doses every four hours, antil the lesions are healed. 

Condylomata Acuminata 

A simple treatment for genital warts is now available in podophyiiam 

resin applied as a 25% suspension in water of liquid paraffin. This method is 
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most effective for small discrete lesions which often disappear after one or two 
applications ( at an interval of five to seven days). Podophyllum has also 
been used in the treatment of papillomata of the bladder. 


Sociological and Psychological Aspects of Venereal Diseases 


The broader sociological and psychological aspects of venereal diseases 
bave, until recently, been little considered. The controversy over the medical 
control of prostitution and the psychological and sociological investigations 
of this subject are too well known to bear reiteration. These studies have 
indeed been, in a way, overdone as the prostitute is not the most important 
source of venereal diseases, 


In a wider field the outstanding features have been the use of national 
publicity campaigns by radio, newspapers, and films in the U. S. A. befqre, 
and in Britain during the war; the trial of compulsory treatment of habitual 
spreaders of disease in Britain ; and the control system in operation in Sweden. 


Special mention must be made of the individual contact tracing system 
with particular reference to the excellent results achieved by Dr. Paul Padget » 
American Army team in Europe during the war. This method deserves much 
wider development. 


The psychological factors involved in the average patient who contracts 
venereal disease have been studied by Wittkower in a group of soldiers and 
further investigation in this field may yet prove fruitful. 


—S. A. Med. J. XXIV : 97, Feb. ‘50 


Unsolved Problems of Venereology 


By 
R. R. Willcox, ( Lond. ) 


During the decade and a half since the introduction of the sulphonamides, 
and the mere seven years since that of penicillin, the venereal diseases have 
taken some nasty knocks and if, as far as treatment is concerned, they are not 
already down for the count it is probable with the help of the newer antibiotics 
streptomycin, aureomycin and chloramphenicol, that they soon will be. Some 
persons, therefore, rnay consider that venereology is a dying speciality but they 
are likely to be wrong for, apart from fresh problems occasioned by the use of 
newer drugs, the simpler and more rapid methods cf cure result in a duminution 
of fear of their acquisition, and fear is one, if only one, of the factors which 
help in keeping down their incidence. Easier treatments, therefore, result in 
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mote promiscuity and more promiscuity will, in its tarn, produce more venereal 
disease to be cured and treated. On the other band the same easy treatments 
are more widely applied and there is a consequent reduction of the common 
pool of infection. The figures of new VD cases in the clinics of England and 
Wales have shown a striking decline from their war time peaks but, even so, 
there is no indication so far that the solid residue is yet being reduced, 


Although the antibiotics have flushed the speciality of many of its ancient 
genito-urinary arts, and in doing so have given an equal basis of therapeutic 
experience to young and old alike ( based on the numbers of patients personally 
treated since the flood ), on the other hand, the increasing rarity of many of the 
manifestations of late syphilis has enhanced the value of the older men in the 
field of diagnosis. Both old and young together have been given new and 
glistening weapons obtained, be it noted, from the armouries of the bacteriolo- 
gist and chemist rather than from their own forging. 


The treatment time for syphilis has been cut from a year or more to a 
mutter of days or weeks and, with the new procaive penicillin with aluminiam 
monostearate, it is fensible to produce a cure with but a single injection, 
Although this is not yet desirable for the individual it has the greatest possible 
value in the treatment of syphilis, yaws, pinta, beje! and other treponematoses 
of the masses. Now we know that aureomycin and chloramphenicol also 
possess profound antispirochaetal properties, although the present methods with 
penicillin alone are pot quite as satisfactory as may be desired, the ultimate 
means of a safe and rapid cure are at our disposal and it only requires much 
specialised work by venereologists, with the consolidation and publication of 
results, before the inevitable is attaimed. 


The treatment of gonorrhoea has already reached ite goal. For some 
years now over 90 per cent. of cases have been cured with but one injection 
of 390,000 units of penicillin in a delayed absorption base. Equally good 
results may be obtained with 0.5—1.0 g. of streptomycin while aureomycin 
and chloramphenicol are held in reserve. Thus the treatment of this condition 
within living memory one of the crippling diseases of both body and mind, is 
now perfected for it has been shorn of most of its terrors. , 


The treatment af granuloma inguinale has also undergone a revolution no 
less comprehensive as that of syphilis. Months and months of injections with 
antimonials with uncertain prospects of cure and almost a likelihood of relapse 
have been replaced by a five-day course of streptomycin, while aureumyein and 
chloramphenicol are also effective. The treatment prospects of lympbogranc- 
loma venereum, already largely controlled by the sulphonamides, have been 
improved still further by aureomycin and both aureomycin and chioramphe. 
nicol, in addition to streptomycin, are ready to teke care of a chancroidal 


‘ 
i 
7 
: 
| 
. 
| 


104 INDIAN JOURNAL OF VENEREAL DISEASES AND DERMATOLOGY 


infection which prove resistant to sulphonamides. In addition, these three 
antibiotics hold considerable promise for non-specific urethritis. 


Thus, at the turn of the half centary, there is immense scope for venereolo- 
gists in the field of clinical research, for everything is ina state of flax, The 
standardisation of treatment by this handful of drugs is lixely to come about. 
but only after a great deal of work has been done. However, as this is a 
foregone conclusion, it behoves us to examine gaps in our knowledge and con- 
centrate more attention upon them. 


Syphilis 


The organism 


Some of the most fundamental questions concern T pallidum itself, How 
does the spirochaete arise and how does it reproduce? Whether or no there 
are infravisible forms has often been asked. Certainly on some days trepo" 
nenies cannot be demonstrated in the sores and yet on the next day they may 
be present in profusion. The importance of these points lies in the planning 
of treatment for the establishment of the existence of a definite cycle would 
influence the duration of the penicillin schedule required and the necessity or 
otherwise for repeated courses. 


Problems relating to the treponema may be solved by a number of 
methods in combination, The electronic microscope, already demonstrating 
flagellalike processes resembling the end of a leek near to the extremities of a 
number of spirochaetes should ultimately give a pictorial answer. Another 
pousibility is the application of radio-active tracer techniques for the tagging 
of the treponeme with radio-active isotopes and following its course through 
the body would yield profitable information. Those organisms which, so far, 
have been successfully tagged have been done so by the addition of radio-active 
material to their cultures and, therefore, the success of this technique depends 
upon the successful culture of virulent 7. Pallidum-—a process, as far as 
numan syphilis is concerned, which has not yet been achieved. Another 
possibility in the meantime would be to tag therapeutic agents and note where 
they are concentrated, it being presumed that they would be concentrated at 
the sites of multiphecation of the spirochaetes ( Kosahn, 1948). Both of these 
approaches are in the domain of the physicist and bio-chemist. 

Culture of Virulent T. Pallidum 


Virulent organisms of human syphilis have not yet been cultured unless 
ene accepts unconfirmed reports from Soviet Russia ( Vyaseleva, 1949). Io 
view of the fact that for the mastery of many diseases. such a step has been 
been almost indispensabie, it is interesting to observe how | rogress has been 
achieved without it by the use of other methods and to note that when at last 
ut is achieved its usefulness will, on this account, be limikd. However, 
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Cultured organisms would aid not only in tracer techniques, but also im the 
comparision of syphilis, yaws, pinta and kindred diseases apart from diagnosis 
in the production of antigens. Although cardiolipin is proving satisiactory 
enough for serum tests it may be with proper culture that a satisfactory antigen 
for a skin test, based on the old iuetin test, could be evolved. The present 
Iwotest, ” employihg an animal antigen, has certain definite limitations 
( Csonka, 1950 ). 


So far only non-virulent strains have been successfully cultured. Moore 

(1950), quoting 2 personal commugication of Newcomer and Hannes, states 

‘ that the Nichol’s strain can rapidly multiply in anwrobically incubated fertile 
ben's eggs, killed by asphyxiation :mmediately after inoculation and that Book 
and Carpenter (1949) have maintained them in a tube for ninety-seven days. 
The successful culture of virulent T. pallidum, if sufficiently robust, would 
Greatly simplify work with therapeatic agents, for the present animal 
experiments are costly in time and material. 


Tissue lmmunity 


Great unsolved problems revolve around tissue immunity. Why is the 
eye attacked in congenital syphilis and not the aorta? Why the aorta in the 
adult ? Some work bas already been done with hyaluronidase, the “ spreading 
factor“ which acts on the “ground substance” and increases tissue 
permeability to the spread of disease processes. However, Scott (1990) could 
not produce localisation of syphiliue lesions in the skin or the eye following 
tntradecmai or intracorneal injections of hyaluronidase into syphilitic rabbits. 

Associated with these aspects are the problems of eighth neren deafness, 
interstitial keratitis, lightning pains and gastric crives. Ali of these are 
syphilitic or post-syphslitic conditions which may come and go when all the : 
pathological data from both bigod and cerebrospinal. fluid may inilicate that 
the patient has been rid of active infection and such should not happen at ail. 
The problems of Wassermann fastness also require elucidation. 


Treponematoses 
Of greater practical value is the consideration of the other treponem- 

atoses——yaws, pinta, bejel and the like. Whether these conditions are the 
game or individual diseases, or a group caused by a common germ ( Hudson, 

1946 }, engages the clinical interest here in Great Britain, but the average 
person has no appreciation of their world-wide importance. 


Yavws is profusely endemic in the tropical climates of the world. Varela 
and Avila (1947) estimate that there are over half a million cases of pinta 
in the western hemisphere: Holcomb (1942) placed the figure at a million. 
It is estimated also that a million of more may have bejal (Akrawi, 1949 
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found as infection rate of 79 per cent. in some areas). Nor does the story 
end here. In the course of a venereal diseases survey made by the author 
(Willcox, 1949) in Southern Rhodesia, there was found an endemic syphilis, 
affecting primarily the children and called locally “njovers " 


Thus innocent syphilis is an important global problem and the relation- 
ship of these diseases to syphilis, the proving of otherwise of whether they 
are of are not separate entities, is of great importance in their handling. It is 
for such conditions that “single shot™ treatments with penicillin and 
aluminium monostearate giving an excellent public health and good clinical 
cure, come into their own. Much is therefore hoped of the new in vitro 
immobilisation test of Nelson and Mayer ( 949). These workers found that, 
if treponemata are extracted from rabbit syphilomas, suspended in a special 
medium and incubated with syphilitic sera, the organisms become non-motile 
and lose their capacity to infect rabbits, but no sach result is obtained 
when noa-syphilitic material is employed. This test may have great 
application in the differentiation or otherwise of the treponematoses. 

Gonorrhoea 

This disease, now that the keratosis blennorrhagica—conjunctivitis— 
arthritis triad of symptoms have been removed from it and placed under the 
heading of Reiter's disease, offers few ploblems. Treatment so easy, but 
diagnosis, especially in the woman, is still often difficult, for a satisfactory 
culture service is not within reach of all. Methods to provoke gonococci into 
appearance, in women clinically or historically suspicious, merit attention. 
Bartonek ( 1949 ) used injections of hyaluronidase beneath the cervical mucosa 
and claims to have produced the gonococcus on 31 of 194 occasions when 
previous provocation with Lugol's iodine and silver nitrate had failed. 


Marzocchi ( 1248 ) used parenteral injections of pilocarpine and ergometrine to 
the same ends. 


This problem is of importance from the medico-legal standpoint as it is 
occasionally necessary to state categorically whether or no gonorrhcra exists 
in a given female. If it were not for this the treatment is so simple almost as to 
recommend a single injection of streptomycin for all women with a vaginal 
discharge, not produced by the presence of a sore without confirmatory 
diagnosis by smear and irrespective of local treatment also deemed necessary 
for trichomoniasis, thrush etc. 


Other Diseases 
More work is required concerning granulonia inguinale. Although the 
disease may be reproduced in volunteers by tissue transplants this has not so 
far been achieved with cultured Donovania. Modern treatment has so much 
improved the outlook of this rate and one time distressing condition that such 
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considerations are less important than previouly. With ipephogranuloma 
Cenereum whether of no aureomycin is effective, requires clearing up, for 
Wright ef af (1948) say Yes, aod Robinson ef al (1950) and Greenblatt 
et al (1950) say No. 

The principal problem of chancroid remains as basic as ever—pamely to 
exclude syphilis, for there is no shortage of drugs availabie to cure it. 


in this country non-specific urethritis is a common and by so means 
always miid cond:tion which is clogging the clinics. Apparently it is lees 
often seen in the U. S. A.. but perhaps because in many places gonorrhea is 
still divorced from syphilis and urethral discharges are frequently treated in 
urology departments. There is no doubt that it is a greater worry than 
gonorrboma for it does not respond as readily to treatment but, with 
streptomycin and the newer antibiotics, there is more hope. Further work 
to discover with certainity the causative agent, be if & virus oF & 
plevro-pmeumonia-like organism, is still most necessary. especially in to far 
as it affects the female consort of the affected male for she, so olteg, is 
apparently clinwally unaffectek 


Whether the female can be an asymptomatic carrier of the organiem 
without having wduiged in sexual promiscuity, as would appear likely 
from the clinical course of many of the patients seen by venereologists, 
$$ &@ point with important social implications. 

Prophylaxis of Venereal Disease 

Prophylatic measures based on urethral irrigations, messy ointments and 
the requirement of alertoess under the influence of alcohol have never been 
popular and, apart from disciplined military groGps, are failure for the 
masses, however successful for individuals. From the beginning it was 
consideved that penicillin might be an effective systemic prophylactic 
agent, but i was felt in this country that gonorrhotea is such a trivial 
disease, which can be readily cured when diagnoned; bat that the risks 
of masking syphilis would be far more serious, and that such 
mnethods might be dangerous quite apart from the moral weakening 
consequent on their adoption if successful. Notwithstanding work has been 
done in the U.S. Navy, Campbell ef af (1949) found that by giving 200,000 
anits of penicillin orally fifteen hoars after exposure the incidence of gonor- 
chorea could be reduced by half. Eagle ef al (1948) divided 350 naval perso- 
nel into two groups; half acted as controls and the remainder received oral 
penicillin immediately on retarn from shore leave of 6—8 hours. In twenty- 
four weeks there were forty-three cases of gonorrhcca in the controls as against 
five cases in eight weeks in those given 100,000 units in a buffered tablet. 
The dose was then increased to 250000 units and in the next eight weeks 
there was only one further case. 
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Thus if such methods can be shown not to push a simultaneously or pre- 
viously acquired syphilitic infection into the background, only to emerge 
later in a serious from, but rather to prevent this disease also, it mast be 
noted that penicillin in such doses is only likely to affect gonorrhea and 
syphilis. It would appear a good plan to employ aureomycin for such pro- 
phylaxis, for this antibiotic is effective in syphilis, gonorrheea, chancroid, 
Gtanuloma inguinale, lymphogranuloma venereum, non-specific urethritis and 
herpes simplex. It may well be that the prostitutes of Turkey, or some other 
country, where they are under regular supervision, would make good subjects 
to employ for such an experiment. 

Thus it may be recorded that, in the opinion of the writer, the middle of 
the twentieth century is not the beginning of the end for venéreology, bat rather 
the end of the beginning. New drugs have brought new scope, new and 
fascinating clinical problems, and there is a wealth of clinical research to be 
gathered by those interested. [In addition there is the greatest possible oppor- 
tunity overseas, for travelling abroad one may see al! levels of venereological 
enlightenment. Some countries have scarcely emerged from the mercury era 
and « great many have not yet tried the antibiotics at all. 


Med. World LXXII: 231, Ap-50. 


The ‘One Shot’ Treatments of Venereal Diseases 


By 
R. R. Willeox, om. (Lond.), M. R. C. (Bng.). 


The cure of a disease with but a single irjection, an aspiration of Ebrlich 
in respect of syphilis, but one which was doomed to disappointment is, perhaps, 
the therapeutic endpoint of centuries of striving. Gonorrhoea was the first of 
the venereal disorders to reach such a stage of advancement and now, as 
improved methods of penicillin administration are evolved, other venereal 
diseases, such as syphilis, may also be subdued by the adoption of such a 
technique. However, the successes so far obtained are not sufficiently estab- 
lished for its use to be recommended unaided to individuals, although it already 
has an important place in the treatment of the masses. It is considered 
profitable, therefore, to examine the present position of the “ one shot ™ 
treatments in respect of the various venereal conditions, 


Gonorrhoea 


The first treatment of gonorrhoea with penicillin consisted of five injec- 
tions of 30,000 to 60.000 units of commercial penicillin in aqueous solution 
given every three or four hours. Even at this stage individual experiments 
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with single injections of 200,000 or more units were tried to see whether just 
one injection might suffice. Indead, it did for some persons, but the failure rate 
in a number was too high to be satisfactory, The introduction of delayed 
absorption techniques, however, employing penicillin in o! and beeswax (POB) 
by Romansky and Rittman io 1945 brought reality to the “single shot" treat 
meat, The treatment consisted of a single intramuscular injection of 300,000 
anits of a penicillin of high potency i: arachis oil and 48 per cent. of san- 
bleached beeswax, whereby a detectable concentration of penicillin could be 
found in the blood for twenty-foar bours after injection in most cases. By 
such means a success rate of 92 percent was reported on 1,069 patients by 
Heller ard these results were in accord with the general expenence of most 
workers. 

Britain was somewhat slow in accepting the Romansky formula and in the 
spring and summer of 1946 was still experimenting with variations of anitage 
of penicillin per cc.. the percentage of beeswax and with trials employing ethyl! 
oleate instead of arachis oi]. In a series of 255 patients with gonorrhoea in 
British army hospitals treated, with such penicillins at this time, there was an 
immediate failure rate of 9 5 per cent, Later that year, however, the Romansky 
formula was accepted and enjoyed priority until 1949, bet not before the 
penicillia fractions had been disentangled from commercial penicillin and 
crystaliine penicillin G was employed in its making. 

Procaine Penicillin 

The next advance was the discovery that procaine would combine with 
penicillin in equimolecular amounts to form a non-toxic crystalline substance, 
procaine penicillin G which, if dissolved in aqueous of oily solution, could, 
dose for dose, ensure a prolongation of the penicillin blood level in a similar 
manner to POB. Moreover, these preparations, being perfectly fluid at room 
temperatures, or marketed as a powder to be readily dissolved, could, ard can 
be administered far more easily than the buttery POR, The blood jevels 
obtained with this preparation are not more prolonged. Fawbrother cod 
Daber found detectable penicillin in the blood twenty-four hours after receiving 
300,000 units in only seven of forty four subjects. The dose recommended 
for gonorrhoea, therefore, remained the same (300,000 units). 


More recent work showed that the addition of the water-repeliant sub- 
stance aluminium monostearate in a strength of 2 per cent. to procaine 
penicillin G in oil gave a preparation (PAM) from which the penicillin was 
even more slowly absorbed, and after injections of 300,000 units, detectable 
penicillin was found in the blood two days alter injection. Using British 
PAM Fairbrother and Daber found detectable peniciliin in all of twenty-cight 
subjects twenty-four hours after receiving 300,000 units and in filmen of 
twenty one at forty-eight hours. 
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The danger of masking syphilis with an injection producing » detectable 
penicillin blood level for 18-24 hours has been under consideration for a 
considerable time, although the available evidence appears to indicate that 
ineubating syphilis is cured rathér than masked and that this danger. taken by 
and large, is not a serious one. However, with the further prolongation 
obtained by means of PAM the danger of masking syphilis is theoretically 
increased. This fact, and also the more sordid reasons of economy, bave led 
to a scaling down of the dosage given for gonorrhea and some clinics give 
only 100,000 units of PAM. This may be regarded as the minimum effective 
dose, Hogan ef al gave graduated doses of PAM to 125 patients and 
concluced that only occasional clinical cures were obtained with a dogage as 
low as 109 units per kgm. of body weight, while only occasional failure were 
to be expected with a dosage of 1,000 units per kgm. If PAM was admini- 
stered without regard to body weight, thea the maximal therapeutic response 
was to be expected with doses in excess of 100,000 units. 


“Penicillin Failures” 


Ever since gonorrhoea was first treated with penicillin there bas been no 
evidence of clinical fastness of the gonococcus to the drug, and many of the 
socalled “penicillin failures” have proved on investigation to be a non-specific 
urethritis, or a result of secondary infection with other organisms. [n the 
U.S.A., even before it was known that streptomycin would cure gonorrhea 
in a single injection, and that aureomycin and chloramphenicol were also 
effective, the general attitude has been that there were few remaining problems 
in the treatment of gonorrhuwa. Recently, in Britain, euthusiasm has received 
a slight damper in the form of a paper by King ef al written from the White- 
chapel Clinic in London and suggesting a possible failure rate in males of 34-3 
to 44-1 per cent. 


At first sight these results might appear at variance with those obtained 
by other workers but the rearors for this become apparent on closer examin- 
ation. Included in the failures were all cases showing no gonococci but pus 
lingering in the urethra, prostate aod bladder which, in some or most instances, 
must have been due to secondary infection upon tissues already traumatized 
by the departed gonoceccus, or to a concurrent non specific urethritis. If 
only those cases in which gonococci were {gund (the demonstration of which 
is, alter all, the only real proof of failure) are taken into consideration, the 
failure rates for the 1,447 males assessed is reduced to 18-4 per cent. and to 
16°4 per cent. for the 432 females. Also ali reiniections within three months 
of treatment were classified as “faijures” and this is wolair to penicillin. 
A few West Africans in the series, for example, would upset the calculation 
considerably. (Of fifty-three West Africans with venereal disease, attending 
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another London clinic, and observed by the author for an average period of 
sixteen months, twenty one of them were able to contract no less than forty: 
six additional! infections during this time, not all gonorrhea) Even allowing 
for this, the total amount of penicillin given by King and his co-workers was 
anly 150,000 units in ajueous solution, administered over eight hours. The 
blood levels of penicillin obtained by such a regime are considerably less 
prolonged than those obtained by the “single-shot” method which must still 
considered an excellent standard treatment for gonerrhaa. 


Streptomycin 

A single intramuscalar injection of 0'5 to gm. of streptomycin 
also very effective, although the larger amount is preferred. Jacoby ef al 
observed sixty-six cases treated with 0-5 gm. of dihydrostreptomycin and 
seventy-three treated with {-0 gm. Although the results were assessed only 
ove week after treatment (a period realistically accepted in New York asa 
sufficient follow-up for the msjority), in the two groups fifty-seven and sixty- 
nine were considered cared , three and two as reinfections; and six and two 
as failures, respectively. Thas 90-9 per cent. success was claimed with 0-5 
am. and 97°3 per cent. success with LO gm. Thus govorrhaa may be cured 
by a single injection of one of ove of two drugs 


Syphilis 


Ebrlich’s dream appears to hawe been realised with penciliin, for a “one- 
shot” cure ix now possible and it has been repeatedly shown that, after a 
single intramuscular injection of 2-0—2-4 mega units of procaine penicillin G 
with aluminium monostearate (PAM) that « penicillin blood level may be 
sustained for over a week. This fact has been confirmed in Britain (Young 
etal. Ina persomal serees compiled in Seathern Rhodesia eighty sera from 
forty patients were tested at varying intervals up to the ainth day after the 
injection of 2-4 mega ants of British PAM and detectable penicillin was 
found in ail. 

This first reported clinical trials of PAM in syphilie were conducted in 
New York. Thomas ef al, who employed four schedales consisting of single 
injections of 1°2 and 2°4 mega anits, or of divided injections of 1°2 mega 
units given weekly for two or four weeks. The initial results with thirty 
patients were promising. When the same workers had treated 143 patients, 
113 were considered as showmg « satisfactory response. An even later paper 
by Thomas ef reported 160 cases so teeated and alter pice months cf follow- 
up, had been to investigation, and seventeen still had an imsufli- 
cient follow-up, but forty-one showed serological cure and eighty serological 
improvement with enly three definite failures. Likewise Taggart ef al 
treated minety-seven patients with early syphiiss by the method, 
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bat only twenty-five (seven of whom were sero-negative primaries) had so far 
been observed for six months and two (one probably a reinfection) required 
further treatment. Willcox treated eighty African Negroes with early syphilis 
by this means and had extremely promising initial results as regards the 
disappearance of treponemata and the healing of lesions Pooled figures of the 
results of the singleshot treatinent performed at a number of American 
centres are presented by Bauer ef ai, and those following a single injection 
of 2°4 mega units of PAM are contrasted with others following the same dose 
of penicillin G given in ninety injections of aqueous solution. At twelve 
to fifteen months of observation there was little to choose between 
either method. 


It should, perhaps, be noted that the term “ single-shot “ is a slight misno- 
mer, for a 2.4 mega unit dose of penicillin requires a double injection for 4 cc. 
in each buttock. With this technique, however, we have a method of value, 
even if the results whould not prove quite as good as those obtained by 
means ‘of other modes of penicillin administration, and it behoves us to 
consider how best it can be applied. 


(a) For the mass treatment of native populations 


For a mobile team sweeping an area to treat population groups, in circum. 
stances in which follow-up is impossible, for any of the treponematoses, 


( syphilis, yaws, pinta, bejel, etc.) this is the treatment of choice for it gives 
excellent public health protection and a good individual cure with the absolute 
minimum of administrative difficulties, It has already been used purely from 
the public health standpoint in both yaws and syphilis by giving only 300,000 
units with the object of reducing the infectious poo!. 


(b) For individual treatment of early syphilis under certain 

circumstances 

In places where VD clinics are open only once weekly, and there are no 
facilities for daily injection, this method represents an efficient compromise. It 
is probable that penicillin thus given once a week for four weeks ‘represents a 
better total treatment than that obtained with the traditional eight-day course 
of daily injections of 600,000 units and, in any event until this is established, 
it may be reinforced by subsequent bismuth therapy for which weekly attend- 
ance is also sufficient. It is also excellent treatment for travellers on the 
move and one injection will, in this airborne age, suffice for most journeys. 


(c) As ‘insurance’ treatment in pregnancy 

Although penicillin given to a pregnant mother will nearly always ensure 
a healthy baby there is always the possibility if the traditional eight-day 
treatment with penicillin is given in early pregnancy, that the condition may 
relapse with unfortunate results to the child. For this reason most clinics in 
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this cuuntry continue tratment with bismeth until confiament, A terminal 
boost with PAM would make assurance doubly certain. 


Many clinicians also treat with penicillin any expectant mother who has 
been trested for syphilis in the previous five years, even if apparently cored at 
the time. Although collected American figures indicate that this is usually 
unnecessary it has been felt that it would be churlish te deny the patient a full 
guarantee of a noe-syplilitic baby by withholding a second course of what 
after all is a non-toxic drag. For these cases a single injection would he a 
great convenience to the patient. 


(d) As a periodical boost in treated serofast late syphilis 


It also has indications in well-treated late latent syphilis, and following 
adequate treatment for late symptomatic acquired and congenital syphilis, 
in which a positive seram test for syphilis so often persists. These patients 
must, always be given maximal treatment in the first instance, employing 
penicillin and at least bismath. At the present time, in view of the persistent 
serological test and the subsequent lack of a gauge as to progress once the 
cerebrospinal fluid and cardiac X-rays have been proved normal. It is the 
custom to give an annual boost with penicillin and perhaps a course of 
bismuth in addition. For these cases the “one-shot” treatment may be 
most helpful. 

Other V_D. 


Single injection methods have no place in the treatment of granuloma 
inguinale which responds only to streptomycin and aureomycin, and even 
then, large and prolonged dosage is required. They have some value in the 
treatment of non-specifie wrethritia which may respond to a single injection 
of streptomycin although repeated injections often give better results. Pen. 
icillin is not usually effective in this condition although it may be in some 
cases. If it is tried, the single injection method is as good as any. 


In soft sore single injections of streptomycin are insulficient to effect a 
cure and penicillin is contra-indicated as likely to conceal undiagnosed syphilis, 
Sulphonamides are, therefore, preferred. In treating VD in the masses, in 
areas where it is difficult to confirm the diagnosis by adequate pathological 
examinations, and follow-up is impossible { eg. tropical Africa), it would be 
extremely helpful if the treatment adopted for syphilis were also effective 
against soft sore, for the same treatment could then rationally be applied indis- 
criminately to all cases showing genital lesions. Trials were, therefore, 
undertaken by the author in Southern Rhodesia and nineteen cases of clinical 
soft sore were treated with a single injection of 2-4 mega units of PAM with 
success im sixteen, It was also used against the experimental infection 
against which penicillin in full doses was shown to be an efficient prophy- 
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lactic. In this it also proved effective althaugh less so than the traditional 
eight-day course. However, sufficient success was obtained as to justify the 
adoption of such a treatment for soft sore in those places where early syphilis 
is being treated by such means. The residual failures, thrown into relief, 
may then be given sulphonamides. 

There has been some difference of opinion concerning the effectiveness of 
penicillin in lymphogranuloma ingninale. Some years ago in the Gold 
Coast the writer treated twenty-five cases of climatic bubo with what would 
to-day be regariied as small doses of penicillin and mo further treatment wis 
required in seventeen. Four additional cases, employing a single injection of 
2°4 mega units, were treated in Southern Rhodesia during 1947. One procee- 
ded to fluctuation but all were diccharged from hospital in an average of seven 
days. Sulphonamides are preferred. 

The observations in respect of soft sore and lymphogranuloma vene- 
reum are sufficient to justily the adoption of the “ single-shot” treatment for 
genital sores in all natives of the over-populated and under<octored parts of 
the world once it has definitely been proved to be a reasonably effective 
treaiment for syphilis. It would only really fail in cases of granuloma 
inguinale which is a comparatively rare disease and which, under the condi- 
tions mentioned, is often only diagnosed after being, as it were, caught in the 
therapeutic sieve as a failure to penicillin. 


Conclusions 


(1) Treatment with a single injection of procaine penicillin G, with or 
without 2 per cent. aluminium monostearate or of streptomycin, is an adequate 


routine treatment for gonorrhoea, 


(2) The” single-shot ” treatment of syphilis holds out great promise for 
the treatment of treponematoses of the masses. The small dose of 300.000 
units will itself act as a public health “steriliser™ of an infectious population. 


(3) It may be used, with reinforcement when necessary, in certain indivi- 
dual circumstances. These include the treatment of early syphilis in clinics 
which are only open weekly, the treatment of travellers on the move, asa 
lastminute reinforcement in pregnancy to prevent a relapse of an earlier 
treatment, a8 4 convenient insurance treatment of apparently cured syphilitics 
in later pregnancies, and as periodical “" boosters " for the adequately treated 
but sero-fast cases of late latent and symptomatic congenital and 
acquired syphilis. 

(4) Its possibilities in the treatment of syphilis are almost unbounded 
for, in theory, a patient attending weekly may be maintained with penicillin in 
the blood almost indefinitely. The only danger are those of penicillin sensitisa- 
tion and urticaria which, although they may be aborted or even avoided by the 
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simultacous ingestion of anti-histaminice drags, are unpleasant and not 
uncommon complications of repeated treatments. [a any eveat a great new 
field is thrown open for clinical exploration. 

The use of single iajection meth with peaicillia in other venereal 
diseases are timited bat deserve mention. It is effective in most cases of soft 
sore, a fact which increases its value as routine treatment of genital sores in the 
masses. lt is aleo effective ia many caves af climatic buba, but is ineffective 
ta granulomas inguinale. Penicillin weaally ineffective in now-epeciGe ure- 
thritis although the “* single-shot ” method is as good as any and convenient 
for the weekty clinic. Single injections of streptomycin are likely to be 
more efficacious. 


Med. World, LXXI : $18, Jume “50. 


Psychosomatic Factors in Dermatology 
H. Krafchik, uncer. & 5, (Glasg.), Cape Town 
Assistant Dermatotogiss, Groote Schuur Hoepite!, Cape Town 


This paper is primarily concerned with the consideration of the emotional 
reactions on the skin via the autonomic nervous system; the personality types 
and the skin hazards to which they are liable, and with the part psychiatric 
therapy can play. 


That emotions affect the skin is generally known; flushing with anger or 
embarrassment, or blanching with fear are well recognised. Popular expres 
sions commect itching with impatience. ‘The litersture leaves fittle doubt 
that emotional lesions can influence the physiology of the skin sufficiently to 
produce symptoms. 

It is beheved that such reactions are due to persistent overactivity of the 
autonomic nervous system through the liberation olf adrenergic and cholinergic 
substances. The higher centres of the two divisions of the antonomic nervous 
system, the sympathetic and the parasympathetic are situated m the hypotha- 
iamus which in turn has inter-communications with the cortex and thalamus. 


Any adverse environmental situation which imitiates for example the 
emotion of rage or fear, acts as a stimulus through the autonomic nervoun 
system and produces a series of physiological responses which affect the body 
asa whole. In case of fear it is mainly adrenergic, the blood pressure rises ax 
does the respiratory rate, there ts an increase in blood sugar and in sweating 
ond peripheral vaso-constriction. Where rage is the stimulus the response is 
tnade up mait!y of cholinergic effects, vaso-dilatation and icreased capillary 
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permeability being the important skin changes. These signs of autonomic 
nervous system stimulation ordinarily disappear when the stimulus is removed 
or is appropriately dealt with. 

When stimuli recur frequently and the autonomic response is intensive, 
overactive and persistent as in a neurotic, of in a normal individual submitted 
to strain and stress over a long period, functional changes may pass into the 
organic. 

For example, emotional stimulation of the parasympathetic fibres to 
cutaneous capillaries, the concomitant of disturbed emotions existing im anxiety 
ridden patients, may cause vaso-dilatation and increased permeability through 
acetylcholine liberation with resultant whealing and the production of emotional 
urticaria, 


*Functional’ changes may be transformed into the ‘organic’ by a different 
mechanism, as for example, when prolonged hyperhidrosis produces maceration 
of the intertriginous oreas of the toes, which may in turn be followed by 
sncondary infection by fungus and bacteria, and even by eczematisation. It 
must be noted that not all ‘functional’ skin lesions are mediated through the 
autonomic nervous system for example, self-induced eruptions whether 
consciously or subconsciously produced represent somatic bebaviour disturbance. 
However, frustration cf basic drives very often constitutes the basis for these 
reactions. Recent contribu:ions by dermatologists stress the importance of 
psychological influences on skin diseases. Thus, Ingram discusses the ‘Skin 
Personality’. Obermayer and Becker approach the problem from a different 
angle by means of social and functional studies. These authors assess the 
etiological role of adverse home factors and the tissue unrest caused by nervous 
instability ( inborn or acquired ). This they cali newrocirculatory instability 
They class as neuro-circulatory instability, localised and generalised idiopathic 
pruritus, neurotic excoriations, neuro-dermatitis ( dry and exudative ), dyshi- 
drosis, chronic urticaria, alopecia areata, lichen planus, rosacea, etc. 


Hellier quoting Brocq (1891), divides skin affections into : 


1, Skin Diseases. 


2. Skin Reactions. 


The former has a specific etiological agent, thus the spirochaete chara- 
cteristically produces a primary chancre. He points out that the latter mani- 
festation, namely skin reaction, depends on the make-up of the person for its 
characteristic response, urticarial, eczematous, or psoriasiform eic., and not on 
the specificity of the external factor, e.g., whealing may be produced in one 
individual hy eating tinned salmon, in another by physical factors such as 
heat, cold, and rubbing, and in another by psychological upsets. Most people 
do not wheal normally; only if a person has a special make-up will he react 
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in this manner. A reaction may be simple, like flashing, or more complicated 
like eozema and psoriasis. He betiewes that hypersensitivity of the skin in 
eczema patients is only one aspect of the generally hypersensitive make-up, 
and agrees with Rogerson (1939), and Stocks and Beerman {1940), that the 
eczermatous patients are usually above the average in intelligence, are inveterate 
worriers, and possess terrific drive, They are irritable and aggressive, over 
anxious and insecure, and lacking in self-confidence. 


There is evidence that certain types of symptoms are more apt to arise in 
certain types of personality, However, it must be noted that not every 
maladjusted individual develops psychosomatic disorders, The first attempt 
at co-ordinating skin conditions and parsonality types was undertaken by 
Mackenna, (1944), whe ( quoting Hodgson ) describes personality types and 
skin lesions which may be associated with them : 


Low Intelligence Hysterical Narcissistic Gross Anxiety Obsessional 
type. Features. Features States  Peatures, 


Infestations. Sell-inflicted Exudative Excoriated Acne. Lichenifi- 
Sepsis. Lesions. Dermatoses. Hyperhidrosis. cation. 
Pompholyx. Prurigo. 


Rosacea. Pruritus. 
Pruritus. 


The hysterical type of personality is not the only type in which hysterical 
symptoms can occur. Hysteria and an hysterical personality are by no means 
the same. An hysterical symptom may develop in almost anyone 


The symptoms usually are an expression of a desire for sympathy, as a 
means of avoiding a difficulty. The lesions may be produced during sleep or 
during a phase of mental dissociation. In other cases the patient may be aware 
of the self-inflicted nature of the lesions bat unaware of the motivation. These 
lesions are common in young women but such personalities are not exclusively 
of the female sex. The ckin hazards in this type are self-inflicted wounds. 


The Anxiety States This type of personality is only too common. The 
morbid perturbation, agitation and distress are well recognbed. But they may 
often mask their psychological symptoms of anxiety newrosis. Their attitude 
to authority is one of submissiveness. There is a strong need of approval, and 
often a considerable feeling of unworthiness. Rosacea isa common example 
of skin reaction, According to Klaber and Witekower 36 out of 50 patients 
have abnormal degrees of social anxiety; 20 have prolonged emotional 
stress; 26 have psychological trauma. 


We have had numerous cases amongst medical students with exacerbations 
of psoriatic lesions under the stress of final examinations. 
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Pompbolyx and hyperidrosis were common conditions in military practice. 
These pxtients were most difficult to handle and in most cases had to be 
boarded home. 

In this category one can find many cases of lichen planus. 

The Obsessional Type. This type of personality is over anxious in 
various ways. The patient is often meticulous, tense, preoccupied with order 
and routine, and obsessed with the importance of his mission. He often drives 
himself relentlessly to achieve the highest and most difficult aims. He is 
obsessed with cleanliness so much that if he develops scabies * he is driven 
mad with itching’, by the very idea of being infested. -He invariably over- 
treats himself and is likely to develop contact dermatitis. 

Every patient who consults his doctor is in a state of fear. He is thereby 
rendered more susceptible to suggestion and the correct attitude of the doctor 
can profoundly affect his autonomic nervous system through bis emotions, and 
thereby almost every chemical reaction throughout his body may be modified. 
A frequent and intimate discussion with the patient, and reassurance, vill often 
produce an unbelievable feeling of well-being and strength in a patient and 
contribute much to the resolution of skin eruptions produced by 
emotional upsets. 

S. A. Med. J. XXIV ; 533, July 1950. 


Diseases of the skin in Pregnancy 
G. Marshall Sibel M. D. Brookline, Mass. 


and 
Roy W. Leeper, wu. D. Boston 


Aside from the relatively few more dramatic dermatoses which in- 
frequently accompany the gravid state, a pregnant woman seldom derives 
much sympathy for her integumental complaints. Dermatologists and 
obstetricians alike are prone to ascribe most cutaneous symptoms occurring 
in these women to the pregnancy and dismiss them with a cursory 
inspection and simple prescription fot symptomatic relief. There are numerous 
physiologic changes in the sxin during gestation which may be unjustly 
classified as “skin diseases of pregnancy.” These include alterations in 
pigmentation, growth of hair, striae albicantes, edema of the skin, gingival 
changes and assorted vasomotor disturbances. Most of these physiologic 
aberrations may be observed in varying degrees associated with other systemic 
disorders unrelated to pregnancy. A great many diseases of the skin have 
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been reported as related to, aggravated by oc benefited by gestation in wolated 
instances or in smal! groups of cases. 

Costello subdivided pregnancy eruptions into two groups. one consisting 
of those considered to be of endocrinologic origin and the other of conditions 
which are toxic and neurogenic. This interpretative approach is logical in 
many respects whether or not one is in entire agreement with such a classr 
fication. The changing balance of hormones, the acceleration of metaboliem, 
the extra load on the excretory functions, the influence of toxemia of pregnancy 
or psychogenic disturbances may all exert profound influence on the 
integument. 

The division of cutaneous disease during gestation into clinical categories 
has also been suggested. This classification included three groups of condi” 
tions ; those precipitated, those aggravated and those benefited by pregnancy. 
Such an arrangement seems usable only from the standpoint of convenience. 

Herpes gestationis is the one cutaneous disonfer which should be truly 
considered distinctive of pregnancy. Clinically this disease may be indi- 
stinguishable from dermatitis herpetiformis except for the fact that the 
characteristic pigmentation and scarring of the latter disease are relatively 
insignificant or may be absent in herpes gestationis, Dermatitis herpetiformis 
is relatively rare in women, an! its duration is commonly a matter of years. 
Herpes gestationis jasts but a few mooths at most and bas almost 
invariably disappeared within a short time after delivery. 

The relation of hormones to the menstrual cycle and the changes of 
endocrine balance that take place during pregnancy should be reviewed at this 
point During the first half of the menstrual cycle the follicular hormone 
{ estrogen }, secreted because of the action of the follicle stimulating hormone 
from the anterior lobe of the pituitary gland, gives rise to increasing endome- 
trial proliferation. ‘he graafian follicle develops in conjunction with these 
changes, and ovulation finaly occurs about fourteen days prior to the onset of 
menstruation. Thereafter the luteal hormone ( progesterone ), secreted with 
estrogen as a result of further gonadotropic stimulation from the anterior lobe 
of the pituitary gland, brings about the secretory activity of the endometriam, 
When conception occurs the corpus luteum is maintained aod gradually 
increases its activity with increased production of progesterone, which has an 
inhibiting effect on the motility of the uterus. The ovary itself is indiepen- 
sable only in the earliest weeks of pregnancy because the corpus luteum is 
essential for the implantation and early development of the ovum. The 
anterior lobe of the hypophysis is essential to the continuation of pregnancy. 
Estrogen and progesterone are present througlout pregnancy, and there is a 
slowly changing hormone balance which follows a distinct pattern. The 
highest concentration of chorionic gonadotropin occurs in the second month, 


| 
‘ 
| 
: 
3 
4 
= Rea 
a 
4 


120 iwvian JOURNAL OF VENEREAL DISEASES AND DERMATOLOGY 


and thereafter the amount steadily decreases. The estrogenic hormone is 
Present ip increasing amounts as pregnancy proceeds, di-appearing from the 
blood shortly alter parturition. Progesterone gradually increases until just 
prior to labor but then practically disappears. It is thought that the initiation 
of labor may be associated with this disappearance of progesterone, with the 
removal of its inhibiting effect on uterine motility. The endocrine control of 
the maintenance of pregnancy or the termination of gestation still awaits 
final solution. 


There have been many advocates of the use of blood serum from 
normal pregnant women for the treatment of various cutaneous disturbances 
during gestation. It is difficult to see how such a procedure could restore to 
normal an abnormal hormone balance if that is actually the cause of skin 
disease of pregnancy, The small amount of hormone therapy so administered 
would quickly lose their influence. Herpes gestationis most commonly occurs 
in the last trimester, when estrogen is known to be at its highest level, and 
the disease practically slways disappears shortly after parturition, when the 
estrogenic hormone has disappeared from the blood. One could theorize that 
herpes gestationis might conceivably be a toxic or thereshold reaction to 
syncytial degeneration and decidual necrosis, i. ¢, uterine involution in 
pregnancy. Decidual necrosis is a constant feature of human gestation and 
is more pronounced in relation to delivery, becoming completed post partum. 
Degeneration of the syncyti«s! cells of the chorionic villi is a precursor of the 
end of gestation. It also precedes and accompanies toxemia of pregnancy: 
The relation of degeneration of the decidua to toxemia of pregnancy has not 
been worked out. Cellular degeneration in the uterus is analogous to protein 
catabolism in such toxic states as burns. anoxia, shock and the crush 
syndrome. In pronounced decidua! necrosis there is an association with 
disturbed hormonal support. Some women have more cerebral irritation in 
relation to endometrial necrosis: others retain more water and salt; some 
have more hemorrhagic phenomena, and a few may have more cutaneous 
distuibances, The eruptions commonly designated as “toxic” dermatoses 
can be explained as well on the basis of decidual necrosis as on that of any 
other source of protein catabolism. 

The work of the Smiths indicates that the regression of the corpus 
luteum and the placenta, which is probably due to withdrawal of support from 
the anterior lobe of the pituitary gland, is primarily the result of an effece 
of progesterone on the metabolism of estrogen. A normal amount of 
progesterone is considered essential for the normal conversion of estrogen. 
It is believed that a deficiency of progesterone results in greater quantities of 
the oxidation products of estrogen. These oxidation products are believed to 
constitute an anterior lobe-stimulating effect and normal amounts of 
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progesterone would thus remove that effect. Because of its influence on 
estrogen metabolis:n, progesterone could conceivably have a favorable effect 
on herpes gestationis. 

If this theorizing is translerred to the treatment of dermatitis berpeti- 
formis, with the assumption that this disease and herpes: gestationis are 
variants, a saler field of application is envisioned. Dermatitis herpetiformis 
occurs so predominantly in males that a less dangerous situation is presented 
for the expe:imental use of female hormones. Herpes gestationis appears 
generally when progesterone and estrogen should be at their highest level. 
A trial of progesterone therapy for both diseases might warrant consideration. 
We have not as yet had an opportunity to apply this theory. 

The function of chorionic gonadotropin is not well understood, but the 
presence of this hormone early in pregnancy is indicative of the beginning 
endocrine function of the placenta. Chorionic gonadotropin reaches" its 
highest level early in pregnancy. At about the twelfth week of gestation the 
amount of this hormone drops precipitously, and a relatively low titer persists 
until near term, when « secondary rise occurs. It has been demonstrated that 
chorionic gonadotropin also increases during the course of severe preeciamptic 
and eclamptic toxemia. Associated with this change there is a drop in estrogen 
and progesterone secretion. The interrelation of there hormonal phenomena is 
not clear, It has been postulated that such events occur with increased 
syncytial degeneration, disturbed steroid production and decidual necrosis at 
the uteroplacental site. with the release of protein catabolites. The primary 
cause of toxemia of late pregnancy is yet to be determined. Ip the small 
group of patients here presented, it is difficult to correlate any of the known 
data regarding toxemia of pregnancy with the occurrence of skin disease 
during gestation. 

Analysis of the Lying-Io cases suggested that herpes gestationis is per- 
haps the only dermatosis pecaliar to pregnancy, although gestation complicated 
by toxemia may give rise to more “toxic” eruptions than are normally observed. 
Erythema multiforme was the most conspicuous in this group. Lupus erythe- 
matosus and psoriasis exhibited a somewhat undue influence from the gravid 
state. In all categories the number of cases was too limited to permit more 
than conjectural inferences. 

The endocrine balance in pregnancy and its changing pattern through 
gestation to parturition are reviewed. Possible causal relations of decidual 
necrosis and hormonal levels with herpes gestationis are theorized With the 
assumption that this dermatosis may be a variant of dermatitis herpetiformis, 
a hormonal approach is speculatively postulated. 

Arch, Dermat. 61 753, May “50. 
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KNOWLEDGE FROM WORLD CONTEMPORARIES 

Exclusive Bismoth Treatment io Primary and Secondary Syphilis 

In this treatmerit of primary and secondary syphilis with bismuth alone, 
the first course of treatment consists of two series of injections, with an interval 
of three weeks between the series. Each series consists of 15 injections of 
bismuth hydroxide or of liposolube bismuth, or iododismuthate of quinine ; 
injections are given twice a week asarule. Six weeks after the completion 
of this course, a prolonged course of treatment is begun and carried out for 
four years in men and five years in women. This consists of four courses of 
treatment each year for the next two to three years. Each course of treatment 
consists of ten to twelve injections of bismuth hydroxide or liposoluble bismutr. 
Following this, beginning after forth year in men and after the filth year in 
women, two courses of treatment are given, each year for two to three years 
and later one course of treatment a year for as long as possible. If pregnancy 
oceurs in a woman who is being treated for syphilis according to this schedule, 
treatment is begun as early as possible in pregnancy and two courses of treat- 
ment are given during pregnancy each consisting of twelve to fifteen injections 
of bismuth. 


Results of treatment of early syphilis with bismuth alone compare favoura- 
bly with those obtained with other methods. Toxic reactions to bismuth 
have been of rare occurrence; and only exceptionally has there been evidence 
of bismuth resistance. This method of treatment can be carried out satisfacto- 
rily either in the physician's practice or in venereal disease clinics. 

Quarterly Review of Int. Med, & Der. Feb. ‘50. 


Treatment of Syphilis by Oral Use of Aureomycin 


This preliminary report shows that aureomycin has a satisfactory therape- 
utic effect on syphilis. It was given to patients orally in a dose of 4 g. daily 
to a total of from 44 to 90.5 g., a minimum of 60 g. being given within a 
period of 12 to 15 days. With this schedule satisfactory levels were maintai- 
ned in the serum (2 to 4 ug. per ml.) and in the cerebrospinal fluid 0°06 to 
1.25 ug. per mi). Aureomycin was recovered from the blood of a newborn 
infant whose mother had been given aureomycin before delivery. 

Results in cases of early syphilis and in those with late cutaneous lesions 
were satisfactory, but less so in cases of neurosyphilis. In two cases of early 
syphilis, Treponema pallidum disappeared from the chancre in 60 hours and 
the blood reaction became negative within 4 months In two patients with 
late cutaneous gummas, the lesions responded as rapidly as did similar lesions 
treated by heavy metals or penicillin. 

The reactions consisted of nausea, vomiting and diarrbaea, but no evidence 
of sensitivity was obtained. Although the drug is only mildly toxic, it is questio 
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nab le whether its use may be justifiably classed as satisfactory,for the oral admi- 

nistration of a drug is not the ideal method of treating patients with ayphilis. 
O'Leary, P A. (949). J. Okla, med. Ass. 42, 515. 
Pulmonary Syphilis in Adults 

Pulmonary syphilis is usually not considered in differentio! diagnosis to 
chronic pulmonary diseases, because of its extreme arity and poncharacteristic 
clinical and roentgenologic features. It usually develops 5 to 10 years after 
syphiluc infection, in the tertiary stage and most frequently in males during the 
filth decade. Anatomically, pulmonary syphilis is characterized by an inter- 
stitial, specific pneumdna with excesive copnective tissue proliferation. There 
are hard indurations along the vessels, bronchi and interalveolar septae, with 
resulting airophy and cicatrization. The marked vascular changes include 
perimeno-and endarterites, leading eventually to obliteration of the lumen. 
There is also a circumscribed or diffuse nodular or gummatous form leading to 
rapid caseation, but rarely to liquefaction or cavitation, In contradistinction 
to tuberculosis, there are no calcium deposits. 

The course of pulmonary syphilis is protracted, resembling that of 
pneumoconiosis and the general health is not markedly affected. In the 
later stages dyspnea and asthmatic states may develop. The bronchi 
are always directly or indirectly involved, presenting either a syphilitic 
bronchitis and perbronchitis of bronchiectasis. In this event, there 
may be a bloody mucopurulent expectoration, occasionally fetid and 
without elastic fiberu. Fever is frequently absent. The pleura is involved 
early with dry inflammation and adhesions. There may also be pleoral 
effusion which is usually bleody and gives a very strongly positive 
Wasserman reaction, The patents then complain of severe costopleural pain 
or of a dull sense of pressure in the chest. The middle field of the right lung 
is most frequently affected. The physical findings will depend upon the degree 
and extent of the changes Cardiac complications may occur in the presence 
of coincident syphilitic aortic insufficiency of aortic aneurysm. In the miliary 
type of pulmonary syphilis, roentgenologic examination will reveal up to lentil- 
sized patches in the middie field. In tuberculosis the inflammatory symptoms 
are more marked. In pneumoconiosis there is usually the history of contact 
with dust. Also bronchial cerconoma has to be excluded. Syphilitic gummata 
involve chiefly the middle field) They are not always easy to distinguish from 
neoplastic metastases and tuberculosis infiltrates. The interstitial type of 
pulmonary syphilis 1s the most common. The infiltration retrogressed rapidly 
under antisyphilitic treatmnent, but such improvement cannot always be taken 
to confirm the diagnosis since also other infiltrating pulmonary processes, 
cavities, abscesses and bronchiectases as well as fungous conditious in the lungs 


may respond to specific therapy. 
—~Quarterly Review of Int. Med. & Der. Feb. 50. 
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Oral Penicillin in Gonorrhea 
The recult obtained from oral administration of penicillin in 50 cases of 
acute gonorrhoeal urethritis in males are reported by G. O. Home ( Br. Jr. of 
V. D. Mar. 1950). Penicillin was given in the form of tablets, each contain- 
ing 100,000 units of calcium penicillin, buffered with sodium citrate, in two 
doses, each of 5 tablets ( 500,000 units) were given ; one dose immediately 
the diagnosis was made and the second four to six hours later. In ten cases, 
blood levels for penicillin were done and it was found that 4 hours alter the 
first dose, a therapeutic level (0.03 units per 1 mi. of serum) was present and 
in twelve cases, the level was present eight hours after the first dose, the 
second being given 3 or 4 hours after the first. Only three failures were noted. 
It is concluded that ora! penicillin administered as tablets of caiciurn salt 
buffered with sodium citrate, in two doses, each of 0.5 mega units, at intervals of 
three to six hours appeared to be as successful in the treatment of uncomplicated 
acute gonococcal urethritis in male as any other form of penicillin treatment. 


Oral Administration of Aureomycin in the Treatment of Gonorrhea 


Aureomycin was given by mouth to twenty patients (seventeen males 
and three females) suffering from gonorrhwa of 1 day to 2. weeks’ duration in 
doses of 1 g. three times a day for 2 days ; all were cured and in several cases 
all symptoms subsided after 2 to 3 g. bad been taken ; two had been unsueccs- 
slully treated a week previously with a single injection of 300,000 unit of 
penicillin G in oil and wax. It is of interest to note that in seven eases there 
was no complaint of urethral discharge or pain on the part of the patient. In 
all cases gonococci were demonstrated by culture and in thirteen by smear, 
before treatment. Tests of cure consisted of urine culture for males and 
cervical culture for females, one week after treatment. No serious toxic effects 
of auteomycin were noted, three patients only complaining of nausea or 
vomiting. Several therapeutic agents have been reported as being effective 
against two or three of the chief venereal diseases but it appears that aureo- 
mycin is effective against all five-—lymphogranuloma. venereum, granuloma 
inguinale, chancroid, gonorhoea and syphilis. It may be that aureomycin will 
prove an effective and practicable oral prophylactic for all venereal diseases. 

—Chen, C. H.. Dienst, R. B., and Greenblatt R. B. (1949). 
Urol. cutun. 53, 394. 
Aureomycin in Granuloma Inguinale 

Three cases of granuloma inguinale, previously reported as treated succes 
sfully with aureomycin, have now been observed for 5 to 6 months; their 
condition has remained satisfactory. A further nine partients have since been 
treated. All were negroes, aged 26 to 49 years and four were males, the 
disease having been present for from 10 days to 16 years. Three had positive 
Kaha reactions due to concomitant syphilis and two had positive Frei reac- 
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tions. They were treated with aureomycin on widely differing schedules, 
variations and combinations of the oral, intramuscular and intravenous routes 
being used over periods, varying from 13 to 62 days and the total dosage, 
varying between aad 55°38 mg. 

Donovan bodies were found before treatment. but biopsy examination was 
not carried out after treatment, All but one patient received some of the drug 
(7°S to g.) orally, three had some (0'6 to 1°3 g,) intramuscularly and six 
had some (0°8 to 3 g.) intravenously. The lesions ali healed in 13 to 64 days, 
in three instances in under 3 weeks and in six in under one month. No severe 
toxic effects were noted. 

Tt in categorically stated that granuloma inguinale responds to aureomycin 
itrespective of the method of administration. The authors have gives aureo- 
mycin intravenously, | g being diluted in $00 mi. of 5 per cent. dextrose in 
water of O'S in only 20 mi. of a bulfer solation containing 131 mg. of L-lee- 
cine per 5 mi. of diluent, 10 minutes being taken ower the injection, There 
were thrée cases of phlebitis out of 50 treated by the intravenous route. 

Hilt. L. M., wright, L. T. Progot, A, and Logan, M. A. (1949). 
J. Amer. med. Ass., 141 1047, 


Mole is a benign pigmented tumour of the skin and a man is rare without 
several of them. This benign neoplasm may become malignant ~ malignant 
melanoma - which is always fatal. 

But most moles rarely become malignant ; hence they should be left alone. 
Only certain type of moles change to maligeant state under certain circum- 
stances. Usually darker the mole, the more likely of it becoming malignant, 
though this is not always true and the some-times the reverse may hold good 

Sudden change in.the rate of growth, change of colour, pain. itching’ 
an inflammatory halo, ulceration and bleeding of a mole indicate the onset of 
malignancy. When even a suspicion is aroused, the tumour must be excised 
and a microscopical study of the section is made. 

Various physical factors — trauma, irritation from clothing, incomplete 
temova! are often the causative agents in inducing the malignany. Hall way 
measures of removal by caustics, carbon-dioxide snow cr electro—descication 
are often dangerous and determine the onset of malignancy. 

A potentially malignant mole must be throughly excised along with a 
copious margin of bealthy skin and subcutaneous tissues. [If the subsequent 


section, under microscope, shows any malignant cells, more of the surrounding 
healthy tissue is resected. 


The malignant changes are likely to occur in moles during the height of 
gonadal activity and the growth of mole is therefore supposed to be under the 
control of hormones. Malignancy is rare before puberty while the pigmented 
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areas become darker during pregnancy when the endocrine system is cansider- 
ably active. At this time, they should receive close and careful observation, 


Malignant meianona is the most malignant tumour where the metastasis 
is rapid and extensive. Once it oecurs, the days of the victim are numbered 
and there is no known weapon to eradicate the evil Therefore, ali moles 
must be watched carefully and any change in its character should be reported 
to the doctor for exhaustive investigation and necessary and prompt treacment, 
But unreasonable fear of all moles and thew unnecessary removal is not 
warranted Such a practice, if followed widely. will only create anocher class 
of specialists-mole specialists 

(Cancer Bulletin Jan-Feb 1950 issue) 


NOTES & NEWS 
Danish Doctor to direct YD control in Himachal Pradesh 
Dr. S. Christiansen, of the Danich Lostitute of VD Control in Copenhagen 
will wet as a consultant to the WHO venereal disease control team, Simla, 
which for the past year has been working in conjanction with the health 
services of the Himachal Pradesh Government. Dr. Christiansen priot to bis 
atsigoment with WHO was in charge of one of the VD Clinics in 
Copenhagen. He was attached to the Copenhagen University C!inic and to the 
Fiosen Institute for Skin Tuberculosis in Denmark for several years. He will 
replace Dr, J. C. Cutier who has been recalled to the U 5. A. to resume his 
regular work with the VD Section of the American Public Health Service. 
Dr. Cutler was on loan to WHO for only one year. 


The leadership of the WHO VD control team will now devolve on 
Dr. B, R. Tampi, an Indian National, in consonance with the policy of WHO 
to entrust the work to local health personnel. Dr. Tampi has long experience 
and training in the Indian Army Medical Corps, in America and m England. 
He was appointed last year as the leader of the “ parallel team "’. 


On his visit to the WHO Regional Office at New Delhi prior to his 
departure, Dr. Cutler said, “ Round our WHO VD control team has been built 
up a group of Indian doctors, serologists and laboratory technicians. This 
* parallel team " is recruited and paid for by the Himachal Pradesh Govern. 
ment which also provides housing for the WHO laboratory equipment and for 
the staff; transport vehicles and thousand and one small needs of the team. 
At the simla laboratory a score of doctors and technicians from all over 
south east asia have been or are being trained, while sub-centres carrying* on 
VU control under the team’s supervision have been established in half a dozen 
rural dispensaries in the Himachal Pradesh.” 


Dr. Cutler continued, “In the Chund area where for uncounted years 
syphilis has spread unchecked, infecting whole families and whole villages, 
killing, maiming. undermining health and work potential, slowly exterminating 
a whole race of hardy people, a new vista of health and prosperity is now 
opening up, thanks to the co-operation of national and international forces in 
the WHO VD team. This is the dawn of a new era for them and also for 
countless thousands of others when the practical experience gained in the 
Himachal Pradesh campaign is given geweral application in similar areas 


throughout Asia 
Work of Leper Mission in ladia 


The iocreasing work in India of the the Mission to Lepers is described iin 
its 75th annual report just published by the organisation's Coucil in London. 
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The Faizabad (1). P.) Home of the Mission reports great progress in 
co-operative work for patients, particularly farm work which apart from its 
therapeutic value helps to break down class barriers [nh many centres, save 
the Mission's report, patients and staff work together, helping to sink wells, 
instal pumps and in some cases ansisting in the medical work itself for which 
they receive training from the meilical staff. 

The report also says that several new projects have been undertaken, 
many of them specially planned for child patients. With a view to increasing 
the number of Indian doctors on its staff, the Mission has awarded scholarships 
to three Indian medical students. 


The work of the Mission at Raniganj and at Tarn Teren ({ Punjab) hes 
beun considerably hampered by overcrowding, The activities of these centres, 
actiording to the report, have only been maintained with the help of emengency 
grants from the Mission. in addniow to ordimary grants.—L. P. 5S. 


Testh International Congress of Dermatology 


The Tenth International Congress of Dermatology wil! be held in London 
during the sammer of 1952, under the presidency of Sir Archibald Gray. 


A preliminary program will! be prepared during the current year. 


As a result of the disruption prodaced by the war, addresses of the secre- 
taries of certain dermatological societies are not available, so that all those 
interested are asked to commun:cate with Dr. Gordon B. Mitchell-Heges. gen- 
eral secretary, at the Institute of Dermatology, St. John's Hospital for 
Diseases of the Skin, Lisle Street, Leicester Square, London, W.C.2 


Front row, left to right : De. H. Hermann Dr. R. Dogon: De. G. 

(Rapporteur), Dr. R. V. Rajem (Vice-Chairmen). Middle row, left co right: 
t. F. Mehomey (Chairman) Oe. H. Negi; Der. S. tir. T Gathe 
WHO) Of. W. E. Courts. Back row, lefe to right: De. P. 
A Spilimena (WHO). 
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FROM OUR BOOK SHELF 
HANDBOOK OF VENEREAL INFECTIONS :—By R. Grenville- 
Mathers, a. D. (Cantab). F. P.8.G. Ph.D. A. 1 C., Sylviro publica- 
tions Ltd., London 1948 xiv + 116, price 12/6 Net. 


This booklet is very convenient for quick revision and ready reference 
regarding venereal diseases. The most important diseases viz. gonorrhoea and 
syphilis are discussed in detail, giving their signs and symptoms, genezal and 
systemic, diagnosis with laboratory techniques and the treatment. The rest of 
the diseases are briefly discussed. The outdated therapy 1 deleted and only 
the modern one with antibiotics and chemotherapeutic agents is discussed. The 
legal aspect of venereology is also dealt with briefly. 

A very useful book for junior, general practitioner. 


MANUAL OF SEROLOG!IC TEST FORSYPHILIS: 1949 Federal 
Security Agency, Public Health Service Division of Venereal Disease, 
U.S.A, Pp. 128, 


Serologic tests for syphilis are many and the technical procedure in 
each test is always complicated; yet the final reading is often doubtful. 
Each serologist who has originated the test is always striving to improve 


the test by making modifications and alterations in the technical procedure 
as well as in the equipment and the reagents. Thus he tries to simplify 


the test and at the same time wo increase the accuracy and the final 
observation. 


In this book are given the various serologic tests for syphilis. The 
apparatus, the preparation of antigen and the procedure are described in 
detail for each test. The obsolete methods are deleted and only the impro- 
ved procedure is dealt with. 


Thus it ig a useful guide to the pathologist in carrying oat any of the 
most complicated tests in his laboratory. 


A TEXT BOOK OF VENEREAL DISEASES:—By R. R. Willcox; 
Published by William Heinemann Medical Books Ltd. London 1950, 
27 chapters, 420 pages. 

This book is written at a time when the treatment of Venereal Diseases 
has been greatly simplified by the introduction of a series of antibictica They 
have not only reduced the duration of the treatment from a period of months 
and years to oa few days or weeks, but have relieved the patient from being 
subjected to the torture of instrumentations and irrigations, inspite of which 
the failure rate was considerably high. 
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The book is comprehensively written, excellently illustrated and attract). 
vely presented. After describing the anatomy of the genital organs in both 
male and female, the diseases concerned are discussed in detail as they affect 
the different systems in both sexes. The necessary laboratory diagnosis is 
given with the teechings. The treatment part covers only that which is 
accomplished by the antibiotics and chemotherapeutic agents. 

Each antibiotic and chemotherapeutic drug is described separately, giving 
its chemistry, derivatives, properities, dosage and toxicity. 

Lastly, the prophylaxis and the control of the venereal ‘diseases have been 
briefly and neatly discussed. 

In the end, the descriptions, regarding the various diagnostic instrument- 
ations are added, so that the book can be presented without any ommissions 
and drawbacks, 

The author has not left anything that was useful and he has thoroughly 
succeeded in introducing an exhaustive book on an important speciality in 
medical science. 

The paper, printing and binding are excellent. The language is simple 
lucid and the illustrations are of high order. 
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Indian Journal of Venereal Diseases 
& 
Dermatology 


( A Scientific Journal dealing with Venereal, and alhed subjects 
with an International Board of Specialist Collaborators. | 


Edited by Dr. U. B. Narayanrao ( Editor, “ Medical Digest” and 
Member, Medical Council, Bombay ). 


Special Features: 


ht always aims to present origianl articles of outstanding value dealing 
with the pathological. clinical sociological and historical aspects 
of these dreadful diseases. 

it includes also sections of internanonal progress in comdating Venerea 
Diseases, current medical lnerature of world cotemporanes, and 
Book Reviews. 


it is interesting to the Specialist, the Research Scholar, Laboratory 
Worker and also to the General Practitioner. 


ht published quarterly.iie. in March, June. September and 
December of the year, and each issue contains about 50 pages 
and is dlustrared. 

lis annual subscription is Rs. 7/8 \indian). 15 shillings or 3 75 dollars 
(Foreign) payable always in advance: single copy Rs 2/- 
postage free in ell cases). 
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